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Substance data SEARCH and crossover from CAS REGISTRY in progress... 
Use DISPLAY HITSTR (or FHITSTR) to directly view retrieved structures. 



SAMPLE SEARCH INITIATED 12:10:43 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - . 21719 TO ITERATE 

9.2% PROCESSED 2000 ITERATIONS 1 ANSWERS 

INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 
SEARCH TIME: 00.00.01 
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BATCH * * COMPLETE * * 
PROJECTED ITERATIONS: 425559 TO 443201 
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The CA Lexicon is the copyrighted intellectual property of the 
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AB The title compds . [I; W = 802, CO, CONH, CSNH, CH2 ; X = CR7 , N; Y = CR8, N 

(with the proviso that when X = N, then Y must be CR8) ; Z = O, SOp, NR9; Rl, 
R2 = H, alkyl; n = 2-4; R3 , R4 = H, alkyl, cycloalkyl, (hetero) aryl , etc.; R5 
= H, halo, CN, etc.; m = 1-3; p = 0-2; R6 = (un) substituted (hetero) aryl, 8-13 
membered bicyclic or tricyclic ring system having a N atom at the bridgehead 
and optionally containing 1-3 addnl. heteroatoms selected from N, O or S; R7, 
R8 = H, halo, alkyl, etc.; R9 = H, alkyl, cycloalkyl, etc.], useful for the 
therapeutic treatment of disorders relating to or affected by the 5-HT6 
receptor, were prepared E.g., a multi-step synthesis of II.HCl, starting from 

4 - hydroxy indole, which showed Ki of 2 nM against 5-HT6 receptor binding, was 
given. The pharmaceutical composition comprising the compound I is disclosed. 

AN 2005:34600 CAPLUS Full -text <<LOGINID : : 20070727» 
DN 142:134588 

TI Preparation of 1-arylsulf onyl- or 1-alkylsulf onylbenzazoles as 

5- hydroxytryptamine-6 ligands 

IN Zhou, Ping; Kelly, Michael Gerard 
PA Wyeth, John, and Brother Ltd, , USA 

SO U.S. Pat. Appl. Publ., 17 pp., Cont . -in-part of U.S. Ser. No. 695,490. 
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OS MARPAT 142:134588 

IT 444190-38-9P 444190-39-OP 825634-53-5P 
825634-54-6P 825634-55-7P 825634-56-8P 
825634-62-6P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of 1-arylsulf onyl- or 1-alkylsulf onylbenzazoles as 
5 -hydroxy trypt amine- 6 ligands ) 
RN 444190-38-9 CAPLUS 

CN IH-Indole, 1- (phenylsulf onyl) -4- [2- ( 1 -piper idinyl ) ethoxy] 
monohydrochloride (9CI) (CA INDEX NAME) 




RN 444190-39-0 CAPLUS 

CN IH-Indole, 1- (phenylsulf onyl) -4- [2- (1 -piper idinyl) ethoxy] - (9CI) (CA 
INDEX NAME) 



O 

I:h2 
I:h2 




RN 825634-53-5 CAPLUS 

CN IH-Indole, 1- [ {5-chloro-2-thienyl) sulfonyl] -5- [2- ( 1 -piper idinyl ) ethoxy] - 
(9CI) (CA INDEX NAME) 




RN 825634-54-6 CAPLUS 

CN IH-Indole, 1- [ (4 , 5-dichloro-2-thienyl) sulfonyl] -5- [2- (1- 
piperidinyl) ethoxy] - (9CI) (CA INDEX NAME) 




RN 825634-55-7 CAPLUS 

CN IH-Indole, 1- [ (6-chloroimidazo [2 , 1-b] tliiazol-5-yl) sulf onyl] -5- [2- (1- 
piperidinyDetlioxy] - {9CI) (CA INDEX NAME) 



U-^^^^JC^ 0- ^^2- CH2 



RN 825634-56-8 CAPLUS 

CN IH-Indole, 1- [ (5-chloro-3-methylbenzo [b] thien-2-yl) sulfonyl] -5- [2- (1- 
piperidinyDetlioxy] - (9CI) (CA INDEX NAME) 



CH2-CH2-0 t^jll^ • 




RN 825634-62-6 CAPLUS 

CN IH-Indole, 1- [ (5-chloro-3-metliylben20 [b] tliien- 2 -yl) sulfonyl] -4- [2- (1- 
piperidinyl) ethoxy] - (9CI) (CA INDEX NAME) 
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AB A concise and efficient synthesis of the novel indol-2-yl-lH-'quinolin-2- one 
ring system found in the knovm selective KDR kinase inhibitors I [R = 
(CH2)20Me, {CH2 ) 2NC5H10 , (CH2) 2NMe (CH2) 20Me] is presented. 

AN 2003:753397 CAPLUS Full -text <<LOGINID: : 20070727>> 

DN 139:350602 

TI Rapid and Efficient Synthesis of lH-Indol-2-yl-lH-quinolin-2-ones 
AU Kuethe, Jeffrey T.; Wong, Audrey; Davies, Ian W. 

CS Department of Process Research, Merck Co. Inc., Rahway, NJ, 07065, USA 
SO Organic Letters (2003), 5(21), 3975-3978 

CODEN: 0RLEF7; ISSN: 1523-7060 
PB American Chemical Society 
DT Journal 
LA English 
OS CASREACT 139:350602 
IT 616882-53-2P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation) ; RACT 
(Reactant or reagent) 

(Preparation of indolylquinolinones via palladium catalyzed reductive 
cyclization of intermediate quinoline substituted 2-nitrostyrenes) 
RN 616882-53-2 CAPLUS 

CN Quinoline, 2-methoxy-3- [5- [2- (1-piperidinyl) ethoxy] -lH-indol-2-yl] - (CA 
INDEX NAME) 




IT 335649-64-4P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(Preparation of indolylquinolinones via palladium catalyzed reductive 
cyclization of intermediate quinoline substituted 2-nitrostyrenes) 
RN 335649-64-4 CAPLUS 

CN 2 (IH) -Quinolinone, 3- [5- [2- ( 1 -piper idinyl) ethoxy] -lH-indol-2-yl] - (CA 
INDEX NAME) 




RE.CNT 40 THERE ARE 40 CITED REFERENCES AVAILABLE FOR THIS RECORD 
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II 



AB Title compds., including I (R groups undefined), were prepd. and inhibitors, 
regulators, and/or modulators of tyrosine kinase signal transduction. For 
example, 1- (tert-butoxycarbonyl) -5- [ (tert- butyldimethylsilyl) oxy] -lH-indol-2- 
ylboronic acid was coupled with 2-chloro-3-iodoquinoline (preparation of 
starting materials given) in the presence of Pd(PPh3)4 and K3P04 in dioxane to 
give the protected 3- (2- indolyl) quinoline derivative Deprotection using 
triethylamine trihydrof luoride afforded the ale. Reaction with 1- (2- 
chloroethyl) piper idine«HCl and Cs2C03 in DMF followed by reflux at 110 » in 



AN 
DN 
TI 



AcOH and H20 for 12 h provided II. Compds. of the invention inhibited VEGF- 
stimulated mitogenesis of human vascular endothelial cells in culture with 
IC50 values between 0.01 |iM - 5.0 |aM. Thus, I and compns. containing I are 
useful for the treatment of tyrosine kinase -dependent diseases and conditions, 
such as angiogenesis, cancer, tumor growth, atherosclerosis, age related 
macular degeneration, diabetic retinopathy, inflammatory diseases, and the 
like in mammals (no data) . 

2003:202621 CAPLUS Full -text <<LOGINID : : 20070727» 
138:238027 



Preparation of 3- (2-indolyl) quinolin-2 (IH) -ones as tyrosine kinase 
inhibitors 

Peckham, Jennifer P.; Hoffman, William F. ; Arrington, Kenneth L.; Fraley, 
Mark E.; Hartman, George D. ; Kim, Yuntae; Hanney, Barbara; Spencer, Keith 
L. 

Merck & Co . , Inc . , USA 
PCT Int. Appl., 143 pp. 
CODEN: PIXXD2 
Patent 
English 
FAN.CNT 1 

PATENT NO. 
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KIND 



DATE 
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APPLICATION NO. 
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CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH, 

GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KR, KZ, LC, LK, LR, LS, 

LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, OM, PH, PL, 

PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TN, TR, TT, TZ, UA, 

UG, US, UZ, VC, VN, YU, ZA, ZM, ZW 

RW: GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW, AM, AZ, BY, 

KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, 

FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, SK, TR, BF, BJ, CF, 

CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG 
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IT 
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335649-64-4P, 3- [5- [2- ( Piper idin- 1-yl) ethoxy] -lH-indol-2-yl] -IH- 
quinolin-2-one 335649-68-8P, 3- [5- [3- (Piper idin- l-yl)propoxy] -IH- 
indol-2-yl] -lH-quinolin-2-one 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(tyrosine kinase inhibitor; preparation of (indolyl) quinolinones for 
treatment of cancer, atherosclerosis, inflammatory diseases, and other 
tyrosine kinase- dependent conditions) 
335649-64-4 CAPLUS 

2 (IH) -Quinolinone, 3- [5- [2- (1-piperidinyl) ethoxy] -lH-indol-2-yl] - (CA 
INDEX NAME) 




O— CH2— CH2 




RN 335649-68-8 CAPLUS 

CN 2 (IH) -Quinolinone, 3- [5- [3- (1 -piper idinyDpropoxy] -lH-indol-2-yl] - (9CI) 
(CA INDEX NAME) 



AB Disclosed are novel compds . (shown as I; e.g. l-benzyl-5- (2- 

diethylaminoethoxy) -2 -methyl -IH- indole- 3- carboxylic acid) or a physiol. 
acceptable salt, amide, ester or prodrug thereof. The compds. can be used to 
modulate (antagonize, agonize) chemokine receptor function. Also disclosed is 
a method for treating a patient having an inflammatory disease and/or viral 
infection comprising administering an effective amount of I. In particular 
embodiments, the invention is a method for treating a patient infected with 
HIV. The compds. of the present invention were evaluated using a described 
CCR-5 receptor binding assay. Particularly preferred compds. of the invention 
can inhibit the binding of sCD-4/GP-120 to CCR-5 by about fifty percent at a 
concentration of < .apprx.200 (IC50 < 200 |iM) . For example the IC50 values 
for 1- [2- (3-benzyloxycarbonyl-2-methyl-lH-indol-5-yloxy) ethyl] -3- 
phenylpyrrolidinium chloride and l-benzyl-5- (2-diethylaminoethoxy) -2- methyl- 
IH- indole- 3 -carboxylic acid benzyl ester were 18.0 and 18.2 |aM, resp. 2- 
Methyl-5- (2 -pyrrolidine- 1-ylethylamino) -IH- indole- 3 -carboxylic acid benzyl 
ester caused 50% inhibition at 17.5 |iM. 2-Methyl-5- {2-pyrrolidin-l-ylethyl) - 
IH- indole- 3 -carboxylic acid benzyl ester hydrochloride and 5- (2- 
dimethylaminoethoxy) -2-methyl-lH-indole-3- carboxylic acid (S) -1-phenylethyl 
ester had ICSOs of .apprx.4.8 ^M. 2-Methyl-5- [2- [methyl(tetrahydropyran-4- 
yl) amino] ethyl] -lH-indole-3- carboxylic acid benzyl ester had an IC50 of 13.9 
± 1.6 fiM. 2-Methyl-5- (pyrrolidin-l-ylethoxy) -lH-indole-3-carboxylic acid 
benzyl ester, 2-methyl-5- (l-methyl-2-pyrrolidin-l-ylpropoxy) -lH-indole-3- 
carboxylic acid benzyl ester and 5- (2-diethylaminoethyl) -2-methyl-lH- indole- 
3-carboxylic acid benzyl ester hydrochloride had ICSOs of 20.3 ± 2.8 ^M, 5.52 
± 1.1 ^M and 1.93 ± 0.32 |aM, resp. Preferred compds. can inhibit the binding 
of SCD-4/GP-120 to CCR-5 with IC50S of .apprx.lO to .apprx.lOO or 
.apprx.l nM to .apprx.lO ^M. Although the methods of preparation are not 
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claimed, >200 example prepns. are included. In I, G is CRl or N; J is CR2 or 
N; H is CR3 or N; M is C-Y, CH-Y, N-Y or N; Q is NR4 , SR4 , 0, SO or S02 . X is 
H, halogen, C1-C8 alkyl, substituted C1-C8 alkyl, C2-C8 alkenyl, substituted 
C2-C8 alkenyl, C2-C8 alkynyl, substituted C2-C8 alkynyl, aryl, substituted 
aryl, heteroaryl, substituted heteroaryl, arylalkyl, alkylaryl, 
heteroarylalkyl, alkylheteroaryl, 0, NR5, S, SR5or NR5R6 . Y is C02R17, 
C(0)NR17R18, R19, C(0)R17, 3 -R17-1 , 2 , 4 -oxadiazol-5-yl , 5-R17-1, 3 , 4-oxadiazol- 
2-yl. P is -A-L-N-containing heteroaryl, -A-L- substituted N-containing 
heteroaryl, -A-L-NR7R8, - (CRlORll) c-cyclo-CR9 (CH2) a (CH2 ) bNR7 , wherein a, band 
c are independently, 0-4 with provisos; A is 0, N(R12), a bond or is absent. 
L is C1-C8 alkyl, substituted C1-C8 alkyl, C2-C8 alkenyl, substituted C2-C8 
alkenyl, C2-C8 alkynyl, substituted C2-C8 alkynyl, aryl, substituted aryl, 
heteroaryl, substituted heteroaryl, arylalkyl, alkylaryl, heteroarylalkyl , 
alkylheteroaryl, a bond, or -C (R13) (R14) C {R15) (R16) - wherein A is attached on 
the right and N is attached on the left. Rl, R2, R3, Rll, R13, R14, R15, R16 
and R19 are independently, H, C1-C8 alkyl, substituted C1-C8 alkyl, C2-C8 
alkenyl, substituted C2-C8 alkenyl, C2-C8 alkynyl, substituted C2-C8 alkynyl, 
aryl, substituted aryl, heteroaryl, substituted heteroaryl, arylalkyl, 
alkylaryl, heteroarylalkyl, alkylheteroaryl, halogen, C1-C8 alkoxy, C(0)R22, 
C02R22, C{0)NR22R23, NR22R23, CZR22R23 . Z is aryl, substituted aryl, 
heteroaryl or substituted heteroaryl; R22 and R23 are independently, H, C1-C8 
alkyl, substituted C1-C8 alkyl, C2-C8 alkenyl, substituted C2-C8 alkenyl, C2- 
C8 alkynyl, substituted C2-C8 alkynyl, aryl, substituted aryl, heteroaryl, 
substituted heteroaryl, arylalkyl, alkylaryl, heteroarylalkyl, 
alkylheteroaryl; or R22 and R23 taken together with the atoms to which they 
are bonded can form a 3-8 membered cyclic ring which can contain 0-3 
heteroatoms selected from O, N and S. R4-R9, R12, R17 and R18 are 
independently, H, C1-C8 alkyl, substituted C1-C8 alkyl, C2-C8 alkenyl, 
substituted C2-C8 alkenyl, C2-C8 alkynyl, substituted C2-C8 alkynyl, aryl, 
substituted aryl, heteroaryl, substituted heteroaryl, arylalkyl, alkylaryl, 
heteroarylalkyl, alkylheteroaryl, C(0)R20, CO2R20, CZ'R20R21; R20 and R21 are 
independently H, C1-C8 alkyl, substituted C1-C8 alkyl, C2-C8 alkenyl, 
substituted C2-C8 alkenyl,. C2-C8 alkynyl, {substituted C2-C8 alkynyl, aryl, 
substituted aryl, heteroaryl, substituted heteroaryl, arylalkyl, alkylaryl, 
heteroarylalkyl or alkylheteroaryl; or R20 and R21 taken together with the 
atoms to which they are bonded can form a 3-8 membered cyclic ring which can 
contain 0-3 heteroatoms selected from O, N and S; Z' is aryl, substituted 
aryl, heteroaryl or substituted heteroaryl; or Rl taken together with any one 
of R7, R8, R9, RIO, Rll, R12, R13, R14 , R15 or R16 and the atoms to which they 
are bonded form a substituted or unsubstituted 3-8 membered cyclic ring which 
can contain 0-3 heteroatoms selected from O, N and S. R2 taken together with 
any one of R3 , R7, R8, R9, RIO, Rll, R12, R13, R14 , R15 or R16 and the atoms 
to which they are bonded form a substituted or unsubstituted 3-8 membered 
cyclic ring which can contain 0-3 heteroatoms selected from O, N and S. P 
taken together with either Rl or R2 and the atoms to which they are bonded 
form a 5-8 membered substituted nonarom. ring that can contain a heteroatom 
selected from 0, N and S. Any two of R7-R17, taken together with the atoms to 
which they are bonded form a substituted or unsubstituted 3-8 membered cyclic 
ring which can contain 0-3 heteroatoms selected from O, N and S; with 
provisos . 
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AB R6Z2ZlZ(CRlR2)nNR3R4 [R1,R2 = H or alkyl; R3 , R4 = H, alkyl, (hetero) aryl , 
etc.; R6 = (un) substituted alkyl or - (hetero) aryl; Z = O, SOO-2, 
(un) substituted imino; Zl = e.g., (un) substituted indole- or -indazole-l,m- 



diyl; Z2 = S02 , CO, CONH, CSNH, CH2 ; m = 4-7; n = 2-4] were prepared Thus, 4 
hydroxyindole was converted in 4 steps to 2- (1-phenylsulf onyl-lH-i^dol-4- 
ylpxy) ethanmaine . Data for biol. activity of title compds. were given. 
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AB The invention relates to methods of treating cancer using a combination of a 
compound which is a PSA conjugate and a compound which is an inhibitor of 
angiogenesis and to methods of preparing such compns. The PSA conjugate 
comprises an oligopeptide that is selectively cleaved by PSA and a cytotoxic 
agents. An example of a PSA conjugate is N-Ac- {4-trans-L-Hyp) - Ala-Ser-Chg- . 
Gln-Ser-Leu-Dox (Dox = doxorubicin, Hyp = hydroxyproline, Chg = 
cyclohexylglycine) and 3- (3-thienyl) -6- (4-methoxyphenyl)pyrazolo [1, 5- 
alpyrimidine is an example of an angiogenesis inhibitor (syntheses given) . 
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TI Treatment of cancer with a prostate specific antigen (PSA) conjugate and 
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CN 2 (IH) -Quinolinone, 3- [5- [3- (1 -piper idinyDpropoxy] -lH-indol-2-yl] - (9CI) 
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AB The invention relates to novel cinnamide compds., which have 5-HT2C antagonist 
activity, of formula I, or pharmaceutically acceptable salts thereof [in 
which: ring Q is Ph or naphthyl; Rl is halo, Cl-6 alkyl, Cl-6 alkoxy, Cl-6 
alkylthio, OH, (di) (CI- 6alkyl) amino, N02, CN, CF3, 0CF3 , aryl, arylCl-Salkyl, 
arylCl-6alkyloxy or arylCl-6alkylthio; m is 0-5; R2 and R3 are independently H 
or Cl-6alkyl; R4 is H, halo, Cl-6alkyl, Cl-6alkoxy, aryl, cyano, haloCl-6alkyl 
or 0CF3; Z is C or N; R5 is either: (i) a group NR6R7 where R6 and R7 are 
independently H, (un) substituted Cl-6alkyl; or (ii) (un) substituted N-linked 
heterocycle; or (iii) an (un) substituted C- linked heterocycle; n =: 0-3, 
provided that n in not 0 when R5 is a group (i) or (ii) ; dashed line is an 
optional double bond, where X and Y are independently CR8R9 (when single bond) 
or CRIO (when double bond) ; wherein R8, R9 and RIO are independently H or Cl- 
6alkyl] . Also disclosed are processes for preparation of I, compns. containing 
them, and their use in the treatment of CNS and other disorders.' In 



particular, their use for treating anxiety and/or depression is claimed. A 
total of 171 examples and 73 intermediate prepns. are given. For instance, 2- 
methoxy-5-nitrophenol was etherified with 1- (2-chloroethyl) piperidine- HCl 
(70%) , followed by hydrogenation of nitro to amino (100%) , reductive 
alkylation of amino with (MeO)2CHCHO (88%), cyclization to form an indole 
(73%) , reduction to give an indoline (72%) , and N-coupling with 2- 
chlorocinnamic acid (40%) , to give preferred (as HCl salt) invention compound 
(E)-II. In a test for inhibition of [3H] -mesulergine binding at human 5-HT2C 
clones expressed in HEK 293 cells in vitro, I had pKi values in the range of 
7.5-9.8. 
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IT 399579-85-2P, 5-Methoxy-6- [2- (piperidin-l-yl) ethoxy] -IH-indole 

399579- 88-5P, 5-Methoxy-6- [2- (piperidin-l-yl) ethoxy] -2 , 3-dihydro- 
IH-indole 399580-30-4P, 5-Bromo-6- [2- (piperidin-l-yl ) ethoxy] -2, 3- 
dihydro-l- indole 399580 - 36- OP, 6- [2- (Piperidin-l-yl) ethoxy] -2, 3- 
dihydro-lH- indole- 5- carbonitrile 399580-37- IP, 

5- Ethyl-6- [2- (piperidin-l-yl) ethoxy] -2, 3-dihydro-lH-indole 

399580- 38-2P, 6- [2- (Piperidin-l-yl) ethoxy] -5-trif luoromethyl-2 , 3- 
dihydro-lH- indole 399580-45-lP, 5-Fluoro-6- [2- (piperidin-l- 
yl) ethoxy] -IH- indole 399580-46-2P, 5-Fluoro-6- [2- (piperidin-l- 
yl) ethoxy] -2, 3-dihydro-lH-indole 399580-75-7P, 

6- [2- (Piperidin-l-yl) ethoxy] -2 , 3 -dihydro-lH- indole 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(React ant or reagent) 
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(intermediate; preparation of indoline derivs. as 5-HT2C antagonists) 
399579-85-2 CAPLUS 

IH-Indole, 5-methoxy-6- [2- (1-piperidinyl) ethoxy] - (9CI) (CA INDEX NAME) 
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CN IH-Indole, 2, 3-dihydro-5-Tnethoxy-6- [2- (l-piperidinyl) ethoxy] - {9CI) (CA 
INDEX NAME) 



RN 399580-30-4 CAPLUS 

CN IH-Indole, 5-bromo-2 , 3 -dihydro-6- [2- (1-piperidinyI) ethoxy] - (9CI) (CA 
• INDEX NAME) 



N CH2— CH2— 0 f^^^^^Tf^ ^ 



RN 399580-36-0 CAPLUS 

CN IH- Indole- 5 -carbonitrile, 2 , 3-dihydro-6- [2- (1-piperidinyl) ethoxy] - (9CI) 
(CA INDEX NAME) 



RN 3 99580-37-1 CAPLUS 

CN IH- Indole, 5-ethyl-2 , 3-dihydro-6- [2- (1-piperidinyl) ethoxy] - (9CI) (CA 
INDEX NAME) 
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RN 399580-38-2 CAPLUS 

CN IH-Indole, 2 , 3-dihydro-6- [2- (l-piperidinyl) ethoxy] -5- (trif luoromethyl) - 
{9CI) (CA INDEX NAME) 
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CN IH-Indole, 5-f luoro- 6- [2- (l-piperidinyl) ethoxy] - {9CI) (CA INDEX NAME) 
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CN IH-Indole, 5-f luoro-2 , 3-dihydro-6- [2- (l-piperidinyl) ethoxy] - (9CI) (CA 
INDEX NAME) 
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CN IH-Indole, 2 , 3-dihydro-6- [2- (l-piperidinyl) ethoxy] - (9CI) (CA INDEX NAME) 
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AB The novel lead bis (lH-2-indolyl) methanone inhibits autophosphorylation of 
platelet-derived growth factor (PDGF) receptor tyrosine Jcinase in intact 
cells. Various substituents in the 5- or 6-position of one indole ring 
increase or preserve potency, whereas most modifications of the ring 
structures and of the methanone group as well as substitution at both indoles 
result in wea}c or no activity. An ATP binding site model, derived by homol . 
from the FGFR-1 tyrosine kinase crystal structure suggesting hydrogen bonds of 
one indole NH and the methanone oxygen with the baclcbone carbonyl and amide, 




resp., of Cys684, explains why only one indole moiety is open for stibstitution 
and locates groups in the 5- or 6 -position outside the pocket. Some of the 
most active derivs., inhibit both isoforms of the PDGF receptor kinase in 
intact cells, with IC50 of 0.1-0.3 ^iM, and purified PDGFp- receptor in vitro, 
with IC50 of 0.09, 0.1, or 0,02 |iM, resp. PDGF- stimulated DNA synthesis is 
inhibited by these derivs. with IC50 values of 1-3 pM. Kinetic anal, of one 
compound showed an ATP- competitive mode of inhibition. The compds. are 
inactive or weakly active toward a number of other tyrosine kinases > including 
the FGF receptor 1, EGF receptor, and c-Src kinase, as well as toward serine- 
threonine kinases, including different PKC isoforms and GRK2, and appear 
therefore selective for PDGF receptor inhibition. 

AN 2002:80889 CAPLUS Full -text «LOGINID : : 20070727» 

DN 136:272658 

TI Bis(lH-2-indolyl)methanones as a Novel Class of Inhibitors of the 

Platelet-Derived Growth Factor Receptor Kinase 
AU Mahboobi, Siavosh; Teller, Steffen; Pongratz, Herwig; Hufsky, Harald; 

Sellmer, Andreas; Botzki, Alexander; Uecker, Andrea; Beckers, Thomas; 

Baasner, Silke; Schaechtele, Christoph; Ueberall, Florian; Kassack, 

Matthias U. ; Dove, Stefan; Boehmer, Frank-D. 
CS Faculty of Chemistry and Pharmacy, Institute of Pharmacy, University of 

Regensburg, Regensburg, D- 93 040, Germany 
SO Journal of Medicinal Chemistry (2002), 45(5), 1002-1018 

CODEN: JMCMAR; ISSN; 0022-2623 
PB American Chemical Society 
DT Journal 
LA English 
OS CASREACT 136:272658 
IT 249762-71-8P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(prepn and structure-activity relationship study of 
bis (lH-2-indolyl)methanones, a novel class of inhibitors of 
platelet-derived growth factor receptor kinase) 
RN 249762-71-8 CAPLUS 
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Title compds. [I; R = (CH3) 2NCH2CH (CH3) CH20, (CH30CH2CH2) (C6H5CH2)NCH2CH20 , 
(CH3CH2) 2NCH2CH20, (CH3) (C6H5CH2 ) NCH2CH2CH20, 
(CH30CH2CH2) (HOOCCH2CH2 ) NCH2CH20, (CH30CH2CH2) (CH3S02 ) NCH2 , 
cycloalkylatninoalkyl, heterocyclylalkyl, etc.], stereoisomer, and 
pharmaceutically acceptable salts are prepared and inhibit, regulate and/or 
modulate tyrosine kinase signal transduction. Title compds. are tested on . 
VEGF- stimulated mitogenesis of human vascular endothelial cells in culture 
with IC50 values between 0.001-5.0 |iM. Pharmaceutical compns. and methods of 
using them to treat tyrosine kinase -dependent diseases and conditions, such as 
angiogenesis, cancer, tumor growth, atherosclerosis, age related macular 
degeneration, diabetic retinopathy, inflammatory diseases, etc, are discussed. 
Thus, the title compound II was prepared 
2001:300706 CAPLUS Full -text <<LOGINID : : 20070727>> 
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Preparation of 3- (2-indolyl) quinoline-2-one derivatives as tyrosine kinase 
inhibitors 
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study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
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(preparation of 3- (2-indolyl) quinoline-2-one derivs. as tyrosine kinase 
inhibitors) 
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CN 2 (IH) -Quinolinone, 3- [5- [2- (1-piperidinyl) ethoxy] -lH-indol-2-yl] - (CA 
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Title compds. [I; Q = N, CR2; X = S, O, NOR3 ; Y = S, O, SO, S02 ; R, Rl 
independently = H, aliphatic, aryl, hetercyclyl; R2 = H, CH3 ; R3 = H, C0R4; R4 
= alkyl, alkenyl, alkynyl, aryl; n = Oi 1; R5 = 7-Cl, 7-CH3, 6-CF3, 6-CH3, 6- 
CI, 7-OCH3, 6-CH3CONH, 7 -OH, etc.] are prepared Title compds. and physiol. 
acceptable salts are inhibitors of receptor tyrosine kinase or non- receptor 
tyrosine kinase activity which involve in angiogenic process. Thus, title 
compds. can ameliorate disease states where angiogenesis or endothelial cell 
hyperprolif eration is a factor and can be used to treat cancer and 
hyperprolif erative disorders. Title compound II was prepared 

2000:881149 CAPLUS Full -text <<LOGINID: : 20070727>> . 

134:42147 

Preparation and effects of benzothiazinones and benzoxazinones as protein 
kinase inhibitors 

Rafferty, Paul; Calderwood, David; Arnold, Lee D.; Gonzalez Pascual, 
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Isabel F. 
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BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation and effects of benzothiazinones and benzoxazinones as protein 
kinase inhibitors) 
RN 312970-99-3 CAPLUS 

CN 2H-l,4-Benzothiazin-3 (4H) -one, 2- [ [5- [2- (1-piperidinyl) ethoxy] -lH-indol-3- 
yl] methylene] - , (2Z)- (9CI) (CA INDEX NAME) 

Do\ible bond geometry as shown. 
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Indole derivs. I [A = N, O, S; B, Bl = C, N, 0, S, bond; X = (un) substituted 
alkylene, Q; Rl, R7 , R12. = H, alkyl, aminoalkyl, PhS02, 

alkylsilylmethoxymethyl, carbohydrate; R3-R6, R8-R11 = H, (un) substituted 
alkyl, alkoxy, acyloxy, N02, halogen; R2R13 = bond, CO, Q; R2, R13 = H, QR14; 
R14. = halogen, substituted alkylamino] were prepared for use as tyrosine 
kinase inhibitors in treating malignant and other diseases caused by pathol. 
cell proliferation. Thus, 1-phenylsulf onylindole was added to l- 
phenylsulf onyl-2-indolecarboxaldehyde to give bis (l-phenylsulf onylindol- 2- 
yDmethanol which was oxidized to the ketone and desulf onylated to give bis{2- 
indolyDmethanone. This compound had an IC50 of 1 (xM for inhibition of 
tyrosine phosphorylation. 
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AB Indole derivs. I [Rl = 'CH2, CO; Zl = Q (nl, ■n2 = 1, 2), Ql (Z2 = Cl-4 

alkylimino; nl, n2 ^ 1, 2); XI, X2 = H, alkoxy, O (CH2CH20) 1-3X3 (X3 = alkyl, 
pyridyl) , N- (un) substituted aminoalkanesulf onyloxy, substituted NH2, etc.; 
ring containing R6, R8, R9, RIO = e.g., substituted pyridyl] were prepared for 
treatment of AIDS (no data) . Thus, l-ethyl-3- 

(dimethylaminopropyl) carbodiimide is added to a solution of 1-[3~[{1- 
methylethyl) amino] -2-pyridinyl] piperazine and 5-nitroindole-2-carboxylic acid 
in THF to give 1- [5-nitroindolyl-2- carbonyl] -4- [3- [ (1-methyiethyl) amino] -2- 
pyridinyl] piperazine . After the coupling reaction, intermediate reaction 
steps involved nitro-group reduction and N-ethenesulf onation. Finally, 
reaction of pyrrolidine with the resulting 



(indolylcarbonyl)pyridinylpiperazine I [Rl = CO, Zl = Ql (nl = n2 = 1) , R6 = 
N, RIO = R9 = R8 = CH, R7 = NHPr-iso, XI = CH2:CHS02NH, X2 = H] in the 
presence of catalytic Cu in 5 mL refl\ixing xylene afforded I [XI = 2-(l- 
pyrrolidino) ethylsulfonamido; Rl, XI, X2, Zl, R7 - RIO = same as above] . 
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AB The synthesis and biol. evaluation of novel tetrahydroisoquinoline, 

tetrahydroquinoline, and tetrahydroazepine antagonists of the human and rat H3 
receptors are described. The substitution around these rings as well as the 
nature of the substituent on nitrogen is explored. Several compds. with high 
affinity and selectivity for the human and rat H3 receptors are reported. 
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II 



AB Title compds. I [Gl = CH2, CH2CH2; G2 = CH2 , CO or Gl-2 taken together combine 
to form CH:CH, CH2-CH:CH; Y = OCH2CH2N-piperidinyl , OCH2CH2CH2N'piperidinyl , 
etc.; X = H, acyl, alkyl, etc.] are prepared For instance, 7- [3- (piperidin-1- 
yDpropoxy] -1, 2, 3, 4-tetrahydroquinoline (preparation given) is reacted with 2- 
thiophene carbonyl chloride (CH2C12, NEt3) to give II. II had Ki = 12.6 nM 
for the histamine H3. receptor. I are useful for the treatment of obesity. 

AN 2004:267305 CAPLUS Full -text <<LOGINID : : 20070727» 

DN 140:287281 

TI Preparation of substituted quinoline derivatives as histamine H3 receptor 
antagonists 

IN Beavers, Lisa Selsam; Finley, Don Richard; Gadski, Robert Alan; Hipskind, 
Philip Arthur; Jesudason, Cynthia Darshini; Pickard, Richard Todd; 
Stevens, Freddie Craig 

PA Eli Lilly and Company, USA; Seidam, Christopher Stephen 

SO PCT Int. Appl., 88 pp. 
CODEN: PIXXD2 

DT Patent 

LA English 

FAN.CNT 1 



PI 



PATENT 


NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 




WO 


2004026837 




A2 




20040401 




WO 2003- 


US25860 




20030912 


WO 


2004026837 




A3 




20050818 






















W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, 


CN, 






CO, 


CR, 


CU, 


cz. 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, 


GD, 


GE, 






GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 






LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NI, 


NO, 


NZ, 






OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


sc. 


SD, 


SE, 


SG, 


SK, 


SL, 


SY, 


TJ, 


TM, 






TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


uz. 


vc. 


VN, 


YU, 


ZA, 


ZM, 


ZW 








RW: 


: GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


sz. 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 






KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 






FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 






BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 


AU 


2003268117 




Al 




20040408 




AU 2003- 


268117 




20030912 



BP 1585731 A2 20051019 EP 2003-749068 20030912 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI, RO, MK, CY, AL, TR, BG, CZ, EE, HU, SK 
JP 2006503056 T 20060126 JP 2004-537671 20030912 

US 2006167046 Al 20060727 US 2005-525315 20050223 

PRAI US 2002-411625P P 20020918 

WO 2003-US25860 W 20030912 

OS MARPAT 140:287281 

IT 6762 54-91-4P, 7 - [3- ( Piperidin- 1-yl ) propoxy] -3 , 4-dihydro-2H- 
quinoline-l-carboxylic acid tert-butyl ester 676254-99-2P, 
6- [3- (Piperidin- 1-yl) propoxy] -3 , 4-dihydro-2H-quinoline-l-carboxylic acid 
tert-butyl ester 676255-00-8P, 6- [3 -{ Piperidin- 1-yl) propoxy] - 
1,2,3,4-tetrahydroquinoline dihydrochloride 676255-07-5P, 
5- [3- (Piperidin- 1-yl) propoxy] -1 , 2 , 3 , 4-tetraliydroquinoline hiydrocliloride 
RL; PAC (Pharmacological activity) ; RCT (Reactant) ; SPN (Syntlietic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(preparation of substituted quinoline derivs. as histamine H3 receptor 
antagonists) 

RN 676254-91-4 CAPLUS 

CN 1(2H) -Quinolinecarboxylic acid, 3 , 4-dihydro-7- [3- (1-piperidinyl) propoxy] - 
1, 1-dimethylethyl ester. (9CI) (CA INDEX NAME) 



OBu-t 




1^^^^^^ (CH2)3 — 



RN 676254-99-2 CAPLUS 

CN 1 (2H) -Quinolinecarboxylic acid, 3 , 4-dihydro-6- [3- (1-piperidinyl) propoxy] - 
1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 



(CH2)3- 



OBu-t 




RN 676255-00-8 CAPLUS 

CN Quinoline, 1, 2 , 3 , 4-tetrahydro-6- [3- (1-piperidinyl) propoxy] 
dihydrochloride (.9CI) (CA INDEX NAME) 




RN 676255-07-5 CAPLUS 

CN Quinoline, 1, 2 , 3 , 4-tetrahydro-5- [3- (l-piperidinyl)propoxy] - , 
monohydrochloride (9CI) (CA INDEX NAME) 




• HCl 



IT 58014-79-2P, 5- [3- ( Piper idin- 1-yl) propoxy] -3 , 4-dihydro-lH-quinolin- 
2-one 676254-92-5P, 7- [3- (Piperidin- 1-yl) propoxy] -1,2,3,4- 
tetrahydroquinoline hydrochloride 676254 - 93 - 6P, 
7- [3- (Piperidin- 1-yl) propoxy] -1,2,3, 4- tetrahydroquinoline 

676254- 97-OP, 1-Benzenesulf onyl- 7 - [3- (piperidin- 1-yl) propoxy] - 
1,2,3,4- t e trahydroquinol ine 676255-03-lP, 1- Benzenesulf onyl - 6 - [ 3 - 
(piperidin- 1-yl) propoxy] -1,2, 3 , 4- tetrahydroquinoline hydrochloride 

676255- 04-2P, 1-Benzenesulf onyl- 6- [3- (piperidin- 1-yl) propoxy] - 
1,2,3 , 4- tetrahydroquinoline 

.RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of substituted quinoline derivs. as . histamine H3 receptor 
antagonists) 
RN 58014-79-2 CAPLUS 

CN 2 (IH) -Quinolinone, 3 , 4-dihydro-5- [3- (1-piperidinyl) propoxy] - (9CI) (CA 
INDEX NAME) 



9^" 

(i:H2)3 

6 



RN 676254-92-5 CAPLUS 

CN Quinoline, 1, 2 , 3 , 4-tetrahydro-7- [3- (l-piperidinyl)propoxy] - , 
monohydrochloride (9CI) (CA INDEX NAME) 



1 



1^-^^ (CH2)3-0— 1^^^^^^ 



IHCI 



RN 676254-93-6 CAPLUS 

CN Quinoline, 1, 2 , 3 , 4-tetrahydro-7- [3- {l-piperidinyl)propoxy] - (9CI) 
INDEX NAME) 



(CA 



H 

^^^^^^ (CH2)3-0 l^^jj^^^^ 



RN 676254-97-0 CAPLUS 

CN Quinoline, 1 , 2 , 3 , 4- tetrahydro-1- { phenyl sulfonyl) -7- [3- (1- 
piper idiny 1) propoxy] - (9CI) (CA INDEX NAME) 



0=1 



- Ph 



j-^^^^^ (CH2)3- 




RN 676255-03-1 CAPLUS 

CN Quinoline, 1,2,3, 4 - tetrahydro- 1- (phenyl sulfonyl) -6- [3- (1- 

piperidinyl ) propoxy] - , monohydrochloride (9CI) (CA INDEX NAME) 



Ph 



|-^^^^ (CH2)3- 




I HCl 



RN 676255-04-2 CAPLUS 

CN Quinoline, 1, 2 , 3 , 4-tetrahydro-l- ( phenyl sulfonyl) -6- 
piperidinyDpropoxy] - (9CI) (CA INDEX NAME) 



[3-(l- 



i_ Ph 



1^-^^^^ (CH2)3-0. 




IT 676254-95-8, 7- [3- (Piperidin-l-yl) propoxy] -1,2,3,4- 
tetrahydroqu incline dihydrochloride 
RL: RCT (Reactant) ; RACT (React ant or reagent) 

(preparation of sxibstituted quinoline derivs. as histamine H3 receptor 
antagonists) 
RN 676254-95-8 CAPLUS 

CN Quinoline, 1,2,3, 4 - tetrahydro- 7 - [3- (1-piperidinyl) propoxy] - , 
dihydrochloride (9CI) (CA INDEX NAME) . 



f2 HCl 



IT 676255-05-3P, 5- [3- ( Piper idin- 1-yl) propoxy] -3 , 4-dihydro-2H- 
quinoline- 1-carboxylic acid tert-butyl ester hydrochloride 
676255-06-4P, 5- [3- (Piperidin-l-yl) propoxy] -3 , 4-dihydro-2H- 
quinoline-l-carboxylic acid tert-butyl ester 676255-11-lP, 
8- [3- (Piperidin-l-yl) propoxy] - 3 , 4-dihydro-2H- quinoline- 1-carboxylic acid 
tert-butyl ester 676255-12-2P, 8- [3- (Piperidin-l-yl ) propoxy] - 
1,2,3 , 4-tetrahydroquinoline dihydrochloride 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of substituted cjuinoline derivs. as histamine H3 receptor 
antagonists) 



RN 
CN 



676255-05-3 CAPLUS 

1{2H) -Quinolinecarboxylic acid, 3 , 4-dihydro-5- [3- (1 -piper idinyDpropoxy] 
1,1- dime thylethyl ester, monohydrochloride {9CI) (CA INDEX NAME) 



O 

'(!:— OBu-t 




RN 676255-06-4 CAPLUS 

CN 1(2H) -Quinolinecarboxylic acid, 3 , 4-dihydro-5- [3- (l-piperidinyl)propoxy] 
1,1 -dime thylethyl ester (9CI) (CA INDEX NAME) 



O 

'i— OBu-t 




RN 676255-11-1 CAPLUS 

CN 1 (2H) -Quinolinecarboxylic acid, 3 , 4-dihydro-8- [3- (l-piperidinyl)propoxy] - , 
1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 



o 

(tH2)3 

L o 

'i-OBu-t 

6cS 



RN 676255-12-2 CAPLUS 

CN Quinoline, 1, 2 , 3 , 4-tetrahydro-8- [3 - (1-piperidinyl) propoxy] 
dihydrochloride (9CI) (CA INDEX NAME) 
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AB Title compds. [I; Rl, R2 and R3 , as for R4 and R5 equality or differing, the 

hydrogen atom, the halogen atom, the hydroxyl group and nitro group, the amino 
base, a low-grade alkyl group, and a low-grade alkoxy group et cetera; R6 is a 
hydrogen atom or a halogen atom; R7 the hydrogen atom or a low-grade alkyl 
group; R8 the hydrogen atom, the halogen atom and the low-grade alkyl group, a 
hydroxyl group, a carboxyl group and an amino base; etc.] and salts are 
prepared and is. useful in medicine, by inhibiting the phosphorylation of the 
PDGF receptors. Title compds. have inhibition effect on smooth muscle 
multiplication and are useful as re- strangulation remedy agents and the 
nephritis remedy agents. Thus, the title compound II was prepared and tested. 

AN 2001:235566 CAPLUS Full-text <<LOGINID ; ; 20070727>> 

DN 134:266203 

TI Preparation and application of benzopyranone derivatives 
IN Kato, Susumu; Fujisawa, Akitaka; Nanayama, Toyomichi 
PA Japan Tobacco, Inc., Japan 
SO Jpn. Kokai Tokkyo Koho, 65 pp. 

CODEN: JKXXAF 
DT Patent 
LA Japanese 
FAN.CNT 1 

PATENT NO. . KIND DATE APPLICATION NO. DATE 



PI JP 2001089471 A 20010403 JP 2000-214857 20000714 

PRAI JP 1999-206924 A 19990721 

OS MARPAT 134:266203 

IT 332092-56-5P 332092-57-6P 332093-87-5P 
332093-88-6P 

RL: BAG (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 
(preparation and application of benzopyranone derivs.) 
RN 332092-56-5 CAPLUS 

CN 2 (IH) -Quinolindne, 3- ( lH-indol-3-yl) -8-methyl-7- [2- (1-piperidinyl) ethoxy] - 
(9CI) (CA INDEX NAME) 



.CH2 — CH2~0. 




RN 332092-57-6 CAPLUS 

CN 2 (IH) -Quinolinone, 3- (lH-indol-3-yl) -8-methyl-7- [2- (l-piperidinyl)ethoxy] 
, monohydrochloride (9CI) (CA INDEX NAME) 



Me 



.CH2— CH2— O t^'^^^^^^f^'^ -^ 




HCl 



RN 332093-87-5 CAPLUS 

CN 2 (IH) -Quinolinone, 3- (lH-indol-3-yl) -8-methyl-7- [3- (l-piperidinyl)propoxy] 
(9CI) (CA INDEX NAME) 



Me 



O 



N (CH2) 3-0. 




RN 332093-88-6 CAPLUS 

CN 2 (IH) -Quinolinone, 3- (lH-indol-3-yl) -8-methyl-7- [3- (l-piperidinyl)propoxy] 
, monohydrochloride (9CI) (CA INDEX NAME) 



O 



(CH2)3- 




• HCl 
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AB Fourteen 6-substituted 2 (IH) -quinolinone derivs. were synthesized, among which 
13 that had not been reported before. Antiplatelet aggregation activity test 
in vitro showed that 5 of these compds. had moderate activities. The 
structure and activity relationships for 5, 6-substituents were studied. 

AN 1998:660745 CAPLUS Full-text «LOGINID : : 20070727>> 

DN 130:66318 

TI Synthesis and platelet aggregation inhibitory activity of 

2 (IH) -quinolinone derivatives 
AU Huang, Dongping; Liu, Shaocheng; Wang, Rui; Chen, Lili 
CS Department of Medicinal Chemistry, Shenyang Pharmaceutical University, 

Shenyang, 110015, Peop. Rep. China 
SO Zhongguo Yaowu Huaxue Zazhi (1997), 7(4), 235-239 

CODEN: ZYHZEF; ISSN: 1005-0108 
PB Zhongguo Yaowu Huaxue Zazhi Bianjibu 
DT Journal 
LA Chinese 

IT 218137-59-8P 218137-66-7P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
study) ; PREP (Preparation) 

(synthesis and platelet aggregation inhibitory activity of 
2 (IH) -quinolinone derivs.) 
RN 218137-59-8 CAPLUS 

CN 2 (IH) -Quinolinone, 5- (hydroxymethyl) -6- [4- (l-piperidinyl)butoxy] - (9CI) 
(CA INDEX NAME) 




RN 218137-66-7 CAPLUS 

CN 2 (IH) -Quinolinone, 5- (hydroxymethyl) -6- [3- ( 1 -piper idinyl ) propoxy] - (9CI) 
(CA INDEX NAME) 
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AB Title compds. I [R = H, alkyl, phenylalkyl, Ph, (piperidinyl- or phenylalkyl- 
substituted) piperidinylalkyl; Rl = H, alkyl, alkenyl, halo alkoxy, 
(substituted) amino, etc.; R2 = H, OANR3R4 ; A = (OH- or Ph- substituted) 
alkylene, carbonylalkyl ; R3, R4 = H, alkyl, Ph, (alkyl- substituted) 
phenoxyalkyl , hydroxyalkyl , (alkoxy- substituted) phenylalkyl; NR3R4 = 
(substituted) heterocyclyl which may contain O; dotted line may be a bond; 
when R2 = H, Rl = H and R = (piperidinyl- or phenylalkyl- substituted) 
piperidinylalkyl] are prepared A suspension of 8-chloropropoxycarbostyril 
(sic), 4-benzyloxypiperidine, (Me2CH)2NEt, and Nal in DMF was heated at 100'* 
to give 8- [3- (4-benzyloxy-l- piperidinyl) propoxy] -3 , 4 -dihydrocarbostyril 
isolated as its HCl salt. 8- [3- (4-Benzyl-l-piperidinyl)propoxy] -3,4- 
dihydrocarbostyril (II) .HCl at 10 nmol showed 68.5 the tenth contraction and 
28.6 the first delay contraction of cat's papillary muscle, vs. 0 for both 
contraction at 0 ^M. A tablet was formulated containing II 5, starch 132, Mg 
stearate 18, and lactose 45 mg. 

AN 1989:423403 CAPLUS Full-text <<LOGINID : : 20070727>> 

DN 111:23403 

TI Preparation of 2-oxoquinoline derivatives as antiarrhythmic agents 
IN Tafusa, Fujio; Ei, Kazuyoshi; Tsutsui, Yoshinori 
PA Otsuka Pharmaceutical Co., Ltd., Japan 
SO Jpn. Kokai Tokkyo Koho, 4 0 pp. 

CODEN: JKXXAF 
DT Patent 
LA Japanese 
FAN.CNT 1 

PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



PI 

PRAI 

OS 

IT 



RN 
CN 



JP 63290821 A 19881128 JP 1987-129257 19870525 

JP 07252153 A 19951003 JP 1995-9415 19950125 

JP 1987-129257 19870525 
MARPAT 111:23403 
121200-98-4P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of, as antiarrhythmic) 
121200-98-4 CAPLUS 

2 (IH) -Quinolinone, 3 , 4-dihydro-8- [3- (1 -piperidinyl )propoxy] - , 
monohydrochloride (9CI) (CA INDEX NAME) 




HCl 
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R3R2NAO 




AB Aminoalkoxydihydrocarbostyrils ( I, Rl = H, alkyl, or phenylalkyl; R2 and R3 
H, alkyl, cycloalkyl, etc.; A = alkylene) are cardiotonic agents. Thus, 6- (2- 
benzylaminoethoxy) -3 , 4-dihydrocarbostyril-HCl [82699-27-2] was prepared by 
treating 2-benzylaTninoethyl chloride [42074-16-8] with 5-hydroxy-3 , 4- 
dihydrocarbostyril [30389-33-4]. Similarly, about 50 I were synthesized. 
The cardiotonic effects of 30 I were demonstrated in vitro using the heart 
isolated from dogs. Tablets were prepared containing 6-[3-(4- 
nitrobenzyDaminopropoxy] -3,4-dihydrocarbostril [82699-30-7] 5, starch 132, 
Mg stearate 18, and lactose 45 mg/tablet. 

AN 1982:498357 CAPLUS Full -text <<LOGINID : : 20070727» 

DN 97:98357 

TI Cardiotonic formulations containing aminoalkoxydihydrocarbostyrils. 
PA Otsuka Pharmaceutical Co., Ltd., Japan 
SO Jpn. Kokai Tokkyo Koho, 34 pp. 

CODEN: JKXXAF 
DT Patent 
LA Japanese 
FAN.CNT 1 

PATENT NO. 



KIND 



DATE 



PI 

PRAI 

OS 

IT 



RN 
CN 



APPLICATION NO. 



JP 1980-156126 



DATE 



JP 57080322 A 19820519 

JP 63038005 B 19880728 

JP 1980-156126 19801105 
CASREACT 97:98357 
82699-68-lP 

RL: THU (Therapeutic use) 
USES (Uses) 

(preparation of, as cardiotonic agent) 
82699-68-1 CAPLUS ■ 

2 (IH) -Quinolinone, 3, 4-dihydro-6- [3- (1 -piper idinyDpropoxy] - 
INDEX NAME) 



19801105 



BIOL (Biological study) ; PREP (Preparation) ; 



(9CI) (CA 



I^^^ (CH2 ) 3 - 0 I^OCJ^^ 
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AB 



AN 
DN 
TI 
IN 
PA 
SO 

DT 
LA 
FAN 



Compns. contg. carbostyril derivs. I [R = H, lower alkyl, lower alkenyl, or 
aralkyl, n = 1-6; A = phthalimide or -NR1R2 (Rl, R2 = H, lower alkyl, 
cycloalkyl; Rl and R2 might form a linkage through O or N) are local 
anesthetics. Thus, an ointment comprises l-allyl-5-dimethylaminoethoxy- 3,4- 
dihydrocarbostyril [58014-63-4] 2, purified lanolin 5, bleached beeswax 5, 
and white petrolatum 88 g. 

1978:517855 CAPLUS Full -text <<LOGINID: : 20070727>> 
89:117855 
Local anesthetics 
Nakagawa, Kazuyuki 
Otsuka Pharmaceutical Co., 
Jpn. Kokai Tokkyo Koho, 13 
CODEN: JKXXAF 
Patent 
Japanese 
CNT 1 
PATENT NO. 



Ltd. 
pp. 



Japan 



KIND 



DATE 



PI 

PRAI 
IT 



RN 
CN 



APPLICATION NO. 



JP 1976-78421 



DATE 



JP 53003534 A 19780113 

JP 55039525 B 19801013 

JP 1976-78421 A 19760630 

67161-93-7 

RL: BIOL (Biological study) 

(local anesthetic compns. containing) 
67161-93-7 CAPLUS 

2 (IH) -Quinolinone, 3 , 4-dihydro-5- [3- (1 -piper idinyDpropoxy] - , 
monohydrochloride (9CI) (CA INDEX NAME) 



19760630 




# HCl 
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R2R3N(CH2)nO 




I 



X ( CH2 ) nO_p^V"j^ 



AB 3 , 4-Dihydrocarbostyril I (Rl = H, lower alkyl, alkenyl, aralkyl; R2, R3 = H', 
lower alkyl, cycloalkyl; R2R3N may form a ring; n = 2-3) were prepared by 
reaction of haloalkoxy-3 , 4-dihydrocarbostyrils II (X = halo) with amines 
R2R3NH. I were useful as antiinflammatory and antithrombosis agents (no 
data). Thus, refluxing 4.5 g II (Rl = H, X = CI, n = 2) with 14.6 g tert- 
BUNH2 12 hr and treating with HCl gave 0.2 g I. HCl (Rl = R3 = H, R2 = tert- 
Bu, n = 2, substitution is at position 5). Among 43 addnl . I prepared were 
the following (substitution is at position 5) (Rl, R2, R3 , n given): H, iso- 
Pr, H, 2 (as HCl salt) ; H, tert-Bu, H, 3 (as HCl salt) ; H, iso-Pr, H, 3 (as 
HCl salt).; and H, Me, Me, 2. 

AN 1976:135499 CAPLUS Full-text <<LOGINID : : 20070727» 

DN 84:135499 

TI Aminoalkoxy-3 , 4-dihydrocarbostyrils 
IN Nakagawa, Kazuyuki; Uchida, Minoru 
PA Otsuka Pharmaceutical Co., Ltd., Japan 
SO Jpn. Kokai Tokkyo Koho, 6 pp. 

CODEN: JKXXAF 
DT Patent 
LA Japanese 

FAN.CNT 1 ' ' 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI JP 50142576 ' A 19751117 JP 1974-47346 19740425 

PRAI JP 1974-47346 A • 19740425 

IT 58014-60-lP 58014-77-OP 58014-79-2P 
58033-07-lP 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
study) ; PREP (Preparation) 

(preparation and Pharmacol, activity of) 
RN 58014-60-1 CAPLUS 

CN 2 (IH) -Quinolinone, 3 , 4-dihydro-8- [2- (1-piperidinyl) ethoxy] - (9CI) (CA 
INDEX NAME) 



O 

!:h2 




RN 58014-77-0 CAPLUS 

CN 2 (IH) -Quinolinone, 3 , 4-dihydro-5- [2- (1-piperidinyl) ethoxy] - (9CI) (CA 
INDEX NAME) 




RN 58014-79-2 CAPLUS 

CN 2 (IH) -Quinolinone, 3 , 4-dihydro-5- [3- (l-piperidinyl)propoxy] - (9CI) (CA 
INDEX NAME) 




RN 58033-07-1 CAPLUS 

CN 2 (IH) -Quinolirione, 3 , 4-dihydro-7- [3- (1-piperidinyl) propoxy] - (9CI) (CA 
INDEX NAME) 
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AB Aminoalkoxy-3 , 4-dihydrocarbostyril derivs . (I; Rl = H, alkyl, alkenyl; R2,R3 = 
lower alkyl, cycloalkyl; R2NR3 may form a heterocyclic ring; n = 2-3) were 
prepared by reaction of 3 , 4-dihydrocarbostyril derivs. (II) with haloamine 
derivs. X(CH2)nNR2R3 (X = halo). I had antiinflammatory and blood platelet 
coagulation inhibiting activities (no data). Thus, a mixture of 0.46 g Na and 
3.2 g 5-hydroxy-3 , 4-dihydrocarbostyril in MeOH was refluxed 30 min, 
Cl(CH2)2NMe2 in C6H6 added, and the whole refluxed 4 hr to give 1.7 g 5- (2- 



dimethylaminoethoxy) -3 , 4-dihydrocarbostyril . Among 23 addnl . I prepared were 
l-methyl-5- (2-dimethylaminoethoxy) -3,4- dihydrocarbostyril oxalate, 1-benzyl- 
5- (2-diTnethylaTninoethoxy) -3,4- dihydrocarbostyril, 6- (2-morpholinoethoxy) -3 , 4- 
dihydrocarbostyril, and 7- {3-piperidinopropoxy) -3 , 4-dihydrocarbostyril . 
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